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(57) Abstract: It is intended to provide an adiponectin expression inducer, a remedy for obesity and diseases relating thereto, for 
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[oooi] ^mxfeTT^^^mmmmmmvx, #^klf9^ltt^v^^^- 

[ooo2] ra^s, mmm<Dm(DmMt^xmm^th, mmm. mmnskmRTfmmm 

2) 0 L-fru mmmt^nhmmt^mm^mMu^^mmnmm^xi^ 
v\ mtmm&ffii. mcrz^/^— s^iosct, hy^y-feyK(TG)t?m& 
(ffa) /yyt*—si'ikM&ft ommtvxmt &tz> (##t^mi) 

^i (##t^m7) (##fF^cm8) ^ifo rr-xV^^^j i^tm 

[0003] T^V^^^X«Acrp30(##f^m9- 12) H\ fflk(D&to^#mm:G 

mm^^mxi, is) 0 

[0004] r^v^^^t- >^v>m^\mmmm^ ppar « m^ic (## 
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!^Cmi9, 20), tfcfttWl-fiAMP^t- i?£r«CT(##fF:«2:L 22), J!g 
ife^>fk©li^:tc:J;t)fl#$^5i:^ffi$tT/TV>S 0 ft&mm (Human aortic 
endothelial cells: HAEC) &TJ^tr7x— i^CH:, ^L2^^gtl^:<^J;5^T^n— 
^#tt^-r^BTf^tt^fe§(##ffJcm23, 24) 0 T^E^tl^^^TT^ 

v^s-^^-ef*, mtc.?mwftm<DMj$m*&&btifrm¥Fff$:m7, 26) c 

[0005] T^V^^^-fe7°^— (AdipoR) 1, 2£r=2— KLTV ^ScDNA^^o- 

^^$tL^i:^fg^tL-CV^(##f^m27, #^MD„ AdipoRlte. # 
^^-e^m^^^S^O^^fbT, AdipoR2te, ±bL,XRfmX*mm.£tlZ>o Adi 
poRl^R2te, 7^0f(^Ki^aK^>'^tf^(##fF^:m27), G^^-?^ffM 
^"fe^-^f**5tWl^«l^fi«J^t>raJ-e#S (##frJ»28-30) 
tvCl^ 0 AdipoRl,&TO2te, ^ (globular) ^^ftT^V^^^XC^fi-^ 
U±zf?-hVXm$. AMPK(##fF^cm21, 22) , PPAR a y^VKffittft (## 
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a>u ^ommztbztt&tikfemtt. ^mmm^tix\^\ ^x\ ^mm 

b + 35bp3rc«r£ttf!B#<0:^P*— ^fiH&SrW^fco T-rVzK^^T'n^— 
m^l56bp£^t?:/7^K^Abfd§g^ 

[0008] ^*»j|^»Si^7bTyfe^(EMSA)-Ctt, T^^^^it^^^M 

2bp^ W^©«^&Sb£^3£&1ir5*>IC *S#<#fcb-CV ^c 0 ^Sone-hybrid 
XfV—^ym&m^X. ±fB32bp^7^^h^^i-^P fc 3H^^#^L/c 0 
one-hybrid^^y — ^^-C#f>tbfe6fl© B&tt H b I^EMSAJt^^M 
ffiftfeTy-fe-YteJ^aiWU ^/V^/V(Kruppel)#H^-9(^T^ rKLF9j«1") 
2rl^)/£Lfc 0 r(DKLF9{±_hfa^W^h^^^L, ^©jjg^iteu in vitrei tfin vivo 
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ft£i&}iZ.i%&L&1kZ>Z.b&m&tl1to in vitro-C(DsiRNA^j;§KLF9^iaW]$lj3fetF 

zz.b&&ig?rz>o $t>\^ KLF9&±mm&KMir%mM<D?-^yhtvxwLmx 
vx&% 0 

[0009] i. tie (D ~£.tcit (2) mm.<D?^s<?n&^ir^ T^^^>mmm^Mo 
(i) mm^: 2mM<DT*;mLumfrht£z>^s<?m. 
(2m^m^-:2mm(DT^/mmm^^^x, —£i±(DT^ym<DX^ mm, 

2. TfE(l)*f'«(2)fE«c<Z)DNA^{»DNA^##b^-<^-^#i-§, T 

(a) Ba^iJ#-^-: lfE«(D^ga^iJ^Wi-^DNA 

(b) ia?u#^: ifEao^sia?ij^hy^^^b^^#^vN^y^vxi-?,DNA 0 

3. JifEl*fc»2^fE*(DT7 ? V^^^>'^mfl^J^W^I^^t-r§, ftittt 

4. TIE (1) £fc« (2) ^i^^^^N^f— ^W^h^^<^#X.^^— 

(1) @a^J#-^-: 5fE*fe(D^@a^J^^^§DNA 

(2) Sa^J#-^-:5fE*^S@a^J^VN-C, l^SJ^_h^)^:^, #*P, W^fcfeW 

A^^-r^^sia^ij^^^^DNA 

5. $^^KLF9?r=3— KbfcDNA^^bfc, _LtE4fEic<D;M 0 

6. 5IJtelfflJi^-e^, _hfE4^c»5fEicO|ffl^ 0 
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7. m±mffimm^fo&, ±m4^n5mm.(Dm^o 

8. TtE(i)/5^(3)(Dxm^tp, r^^^^mmmmmm^^v—^^ 

CD ±M4imL(DmmmMimw*\¥m^ttn 
(2) i^^-«fc^3im^mx3xg 

u^-p-mfc^-tD^m x ^mkmm *mm-z> x@ 

9. TtE(D^^(3)(Dx@^tp, T^7$*^>mmmm$)'S<v*?y— 

(1) XfE5|B«^HJ^^^^ff^ffl$^X|S 

(2) i^-^-jtfc^^Ji^m-rSXfi 

^(Dix^-^-it^x^mi^^v^^^w^^x^x^ 

10. rtE (i) fab (3) ox@^tf , r«s*fc^rtb^P3*i-6^m^^^-m«i 

CD ±m4mmcommc^m9:^m^^u 
(2) i/^-^-jt^^-^^m^mx^xii 

i i.TSd)^t (3) oxg^tf , mmmtifctt~nimmi-%m&<D^p5'mm 

(1) ±m5mm.(Dmmcm^mm^m^^jin 

(2) 1/^-^-a^x^^n.^mx^xii 

(3) M^@^ffl$^^(Dl/#-^-«^(D|§m^,^^®^#fflC» 

[ooio] [im]jmw«<^5m&OT^^ 
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Ll«^*5(t§T^V^^^n^-^tt, b:^^2»#10B g<D3T3Ll 

yn^e-^ffitt, c:TNFa(3ng/m0^a*fc«^3g(D^bfl^lOB @ #5 
3MfcfN*&19 0 @ <Z>3T3LlM££iTNF a Jfc^t^M^^— >a^Ufe 

^VzK^^^M— ^©(-1367/+35)-/W<73i9— if Mfc^- (Luc) 

R##}^AUh 0 (b) Hl*3rt5*S*tt, TNF- a #ft^PB#<^t£&100%£Ufc 
i^Offi^fiLt^to (b)fc*3fr5'*— i*. Ztl^tl. TO±SE(n = 5~7)£ 
^i-(*:P<0. 05, **:P<0. 01;#N*Q^J&Wfctfc) o lG»Hfil^1t5TfV*° 
^^Wn^E— ^fiH4©{£T©J^H»^ TNF a VJ,9V<Di/^;vfemm&^fe 

9 0 & (-ttuetb, ^10 0 Xtef§19 0 ) ©3T3LlJiSJI5jlWi!ai!lT"7 f >raK^^7 p n 

CQW/Jv — — (/W^7ai9— £) ^tt^f=fb7h^m^*r^7^-efe^o b : 3T3L1 
IKifla (110 0 XiiI19 0 ) ^^^/^f tttliiilrlf L, g^WtT^V 

sr^i-^-efc5o *L/cT-^ii, 3hkd^37:l/— m^mm^hmhtit^m^j 

^Mto c : 3T3LlJJtJK«ajiS (HlO 0 X«Jgl9 0 ) >^»^^Jfttm#l 



WO 2005/094866 



8 



PCT/JP2005/006357 



X«S^fc^MC57^L<}*IE^I c E--7 2 >Vob/ / ob^^^^WAT (White Adipose 
Tissue ; ^Jg^mUft) SrifllSiU T^rV^^^P^r-* ( - 1 88/ - 1 5 7) IS 

: ^l/ssls*}- — ?£h,(D* r <?5 r ' — pGL2-tK-Luc(D_h^ IE - 188/ - 1 5779^^hSr 
#AL, Z.<T>'<#9— ^3T3LlJJ|Jte*fflJ^ (gllO 0 &1FH19 0 ) (CfALt^^7x 

©j^lt^-To sBfm^astts^^— »3im©sijffii«>ii»© 5 P*&±sESr^'r„ 
[S4] 3T3L i »« (nop) (ommm * <n> r^^^^zfn^^mm K 

Mi&1r%mttMffiLtdfe%k$:m-f'!fmx*&Z> 0 /-^/w~d, fteEMSA^WM* 

■frmiTo a:3T3LlJJgJte»(BlO0)*5j:U?293T«/6^<D^W^^^ $c#ttt 
SMMfcNF- k B^MIB^J (p65«WS0 fc«r, KLF9X«NF- k Bp65£#M#J^fB 

b: Cfr^/V) 3T3L1^MJ3S(^IJ2W— ^:H1O0, ^r#j2l^— ^:^19 0)(D^ 
ttffi^T^/tf^^^/ti^e— ^^(-188/-157)<D^f»32bp^-y=?^ 

KLF3^#:#^Ts ^*TWa^<- >a:/Lfc^<DEMSA##f*£J^ c:3T 
3LlJitJK«aj^ (HlO 0 ) d^©^ftW<»SrKLF9=J^fe>^^E^| (BTE) ir^KL 
F9^ftq^ftT, ^#&T^J&£i£fd^ d:ft^fc^MC57BL6(B6)mXf3: 
IE#l^^>Vob/ob^^d^(DWAT^32bp7^^>h*Dj:t^fe ! LKLF9^L#:^H 
J^^^r/cl^^:, f : B6^L< \^mm^/^oh/oh^^h<DWAT^.tz.n.m%¥'LA 
G-tagKLF9^32bp^7^^h^-r>-dr^.-<— S/a^Ufc^^^-fo €-13®^^ 
^PP«^wN-^hL/c#MW1S^#:^i-oe:3T3LlIg^m(^lO0)^ 
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mi&teffigz&MiTo EMSA^W-i:^ 32bp^1S^#:^«in vitro&mn vivo-C 

tlM MC57BL6^L< telB^^VVob/ob^^fbOWAT (a~c) cp 
5KLF3mRNA(a, £fc{3KLF9mRNA(a, Tl£) <D%mim$:;— fV##f 

i^^Wb^W^o J: W^^K^S^fS^bfc^^^, mKLF9^y/^f ( 
b) 0llM^^y^fia!))||fLm^t?St*5 o -^/Hb^tf 

n = 3~5)3r^H- 0 KLF9^5lte, ^MJi^b^l^^ii^Lfc^, J^MMA 

-rm^XXf^m^h^o a:3T3LlJ««(f§19 0) ^KLF^?i-r^-<^- ( 
KLF9/pcDNA3.1) T^V^^^n^-— ^ ( (- 1367/ + 35) OT^fti-^ 
— (/Vv^^-if) *fc^£#;L*:-<^— ( ri367bp-LucJ ) SrigAU KLF9 

mmu<DBm&M$fisfz-Mi^&^ir 0 ^firMockj ( P cdna3.kd^)^i^l^ 

^(D^?Stt^L-C^Lfc 0 PDGFfiKLFmSSS^J^«X.KLF^T5y— COmU^mm 
ir%m^(D=i^hv—/^hZ>o b:3T3Ll50JK!0^(^19 0) ^KLF9/pcDNA3.1^r 
y tK7x^ v-3 >m i «9 *l ALfc|^(DKLF9mRNA^mft^Taq-manPCR^ £ 9 $J j£ 
Lfc^^-To 1/3000, l/lOOO^y^^^aW^-e^^— 2gAbfc|^(Z5# 
|R*£:^U roj »#^A(D^^^i- 0 c:W7^— ^— ^LTPDGF-tk-Luc*fc« 
32bp-tk-luc^{£^L^3T3LlJ!gMlBJ§& (Hl9 0 ) ^mKLF5/pcDN A3. Intern 
KLF9/pcDNA3.1^Abf'|^(D^7K-^-itfs^-(D^Ji,-h#*^, #^A<^# 
&<DifemtbL,X^ir 0 d:3T3LlJ3gJte«(^19 0) lZ.Uhw?4/V^??— &m 
V>TKLF9ite^^^^^^AL^:^^)KLF9(D^?iS»J^Lfc^^i- 0 
^ttrmKLF9/36B4j 36B4mRNA|g^:ttTi£:ELfcKLF9mRNA5§iL^£r 
#5*i-§o f : 3T3LlJ!gMHJ3& (Hl9 0 ) ^hpr^/v^^w-^v^KLpc^ 
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LF9^ha^/^§rffiV ^^A£tLf~3T3LlflgMBJ3& (019 0 ) i>*b<D&*>'< 
fmtotoVO&mmU T^tf*?^l<^tt--#(-188/-157mm& 32 Pmm 

— E\ ^tL j etL¥^I±SE(n = 5~7) §r^i- 0 KLF9{3. iOvn^'U— &XTT s f*# 

*?^>"7tt'—?<Dm^ 32bp$g&?^s<?w<nM, ^tmz.T"f^^"f-xom 

[H7]siRNA^J:^KLF9^y^^'>>'Lfcbfc|^(DT^V^^^^m^<^^# 
&1ffi\Jdl&&$m^Wi8&Xfi^KV2>&o a:KLF9^^f-r^siRNA?r3T3LlJ!g 
Jft*fflJ8&(01O 0 ) t^gAiL 72B#P^ 96B#^Si!i^(DKLF3, KLF9JttJ ? T"7 2 V^ 
^fymRNA©M/^to ^ri-t^nsiRNA^AUrv ^<Z)^tt^l 
OOroirLfcBgO+H^J-a-C^bfCo b : 3T3LygJ3£M (010 0 ) ^siRNA^A 

^^X^n^E— * (- 188/- 157) @a^J^ 32 P^^b7°n— y^LTfflV VcEMSA 
^W^^i-^-C^o siRNA^J:6KLF9^CD^^J^ % 32btffc&#>/<? 

[|El8]KLF97y^T^h^^X}*^M(D|^^MI^jafrOWAT^^^^^^att 
ffife^ilL, KLF9*iiBB^iJ (BTE) XteT^Vtf^^^n^-^ (- 188/ 
- 157) ga^J^ 32 P^^b^P-^^bTfflV>TEMSA^W^fTofc^m^1-^ 
H^fc£ 0 KLFg^Vs^T^M^ KLF9^^J|^;fe$^ 32bpMl^>VN^ 

o a:3T3Ll««(HlO0X^017 0)^it^TRa (Ep#»Jvl^E-^Ui?:/ 
a )mRNA^gi, b :g|^-^^C57BL*D J:U?IE^^ob/ob^*3{t^ 
TR a mRNA^J&:ft^i- 0 c : IEI^£tl^c3ftJi <OT3T^aLfc|^OKLF9mRNA 
^?a4^36B4mRNA^?iS<l:(Di;bib-C^i- 0 d. e:3T3LygMBJS&(Jfl6 0 , M 
13) „ fet^b^JON-T-fe^/V^^-f^ (NAC) (20mM) „ JNK-f ^ttf £>SP6 
00125^fc«NAC (SP) ^#ifflUt3T3LlJ?gMJ|& (019 0 ) ^5o(t^KLF9*fc 
«7fV^^^fy©mRNA^St^^tc ^*d|1|^*5V>T, NAC(SP) « n NAC 
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&^SP6001 25^0:31 WLP~C&5 0 

[0011] £*T, ^Jfe^He^tfT^ISWSr^WrSo #3fcBHH\ f^-scr^v^^^ 

[0012] KLF9i^^y^/um^^^>^f— ?>s<?Wbffi&tlZ>X— °7tVJ—KM 

Tzm&<Dmmfrbttmn&tty*&mm*ft&u tut. m$m^:2mm<<7) 

[0013] KLF9f3fcK ^VXfti?<DM^ WM£9&£>Zb&~C$Z>o M?U*. J9gJte*WI&-Cfc 

'hm<Dh<DfeKLF9<Dmm&m^^bfab, &{k&m A/-ev ^ute^, 

[0014] — E^J##:2|E*©T^Bft^d^5KLF9i«IBW^^|4gS^^^ff 

zmz^mbi^x, T$;m&A&mtem&Tzz.bi>*mtft>tiZo &mmmtiTK 
=>\ tt^z?>),m&T^;m (MTUtfrxs^^wt, 
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. *s ^u^mmr^/m m^u^^, y^Asr?—^ hv?° 
ortt^rs&-c*>5 0 , w^ttliaot, KLF9^^jf ^{t^r^v 

[0015] KLF9tmmm^mm^^^w^n^mco^mti.x, ga^j#^-:2teic<DDNA 

J&}3, ±|E^hy^^>-^^#^^ N 0fl3.fi 6XSSC, 40%^/V AT5h\ 25 < C-e<D 

/MV'y^fif— v-a^ ixssc, 55 < c-e<D^#Hirv>ofc^#^i-^t^-e^^ o 

[0016] /N-r^y^Vif — ^^Sr^uffl-rsrtjcio-c, 0n*.ti, ia^j#-8-: 2|b«(dt5/ 
^ fcsv^^^<D»^ad^#sr^^-e#5sKy^^U'^K^=i— k 

[0017] ±fE^feW^^^KLF9Mf^W^|Kl#^^^N^fi^#§^fe^b-C, m$m^: 
lfBifetf>DNA£r3fc3gU 86c^LfcDNA^^^^^®^^-t-§^^if^^{f^ 
tl/5o ^^KLF9(IB?IJ#^:2) \zA&mz.&m&to%.tc*>'<?m j $ > . ±IEOj;5 
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~rz>o m^^ffim&tfe, 'j?ft<ti>3o%&L±. 0*u<«5o%j^_h, $e>£i#*ixr± 

0 ^DNA:r ' — (DDBJ) ^^l^C, FASTA. BLAST, PSI-BLAST, 3o 

xxi ssearch m(&mm&&mmm^%im^B^DNAir—¥^>?(DDBj 

)W^.y^4Y(D^m l &^k^ (Search and Analysis) (D^—v 5 ; 
http://www.ddbj.nig.ac.jp/E-mail/homology-j.htmOo National Center for 

Biotechnology Information (NCBI) \Z.$5\^X^ BLAST^Jll ^$|^t^ff 5^bffX%% 
(f?!l^f^NCBI(D*— ^(D^^^^h^BLASTcD^— v 5 ; 
http://www.ncbi.nlm.nih.gov/BLAST/; Altschul, S.F. et al., J. Mol. Biol., 1990, 
215(3):403-10; Altschul, S.F. & Gish, W., Meth. Enzymol., 1996, 266:460-480; 
Altschul, S.F. et al., Nucleic Acids Res., 1997, 25:3389-3402) ] Q 

[ooi8] ^mw<DT^y$^^>mummM?>h?— o<D#ij«^m, klf9^=*— Kut 

DNA^fcfillDNA^^Fb^^^— -efe§ 0 KLF9^3— Kb/cDNA^^rl^L-C, SB 

>-^^h^m^x^4^v^4^i-^DNAtmmi-^t^x^ 0 

[0019] r^hy ^^h^WX^^Vy^^i-^DNAi bit, ±5£UtM*9 , @E^J#-^ : 1 
^i-KLF9£=3— Ki-^DNA, fc^V ^^(Dmft&v— ZfbV. ^tl^M^W-f 

ilit\ 6XSSC, 40%^/l^T^K 25 0 CX<D^4y])^^f—ya>b, 1XSSC, 

55°CX<Dffi&th ^fcm*t£t*X&&&~folzmfe£tl^ \ 
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, l/^^/K^^— , pcDNAI, pcDNAI/Amp (Invitrogenf±) 

[0020] ±m*mm<DT^7$*?^&&mmM<D&imi&mte. (Dmmmm^f^ 
ir^m^h^^^m^r^^^^m^^m^mm, (3) 

[oo2i] ±m*mM<DT^4tf*?^mmmmMte, mmm®. mmmm^hia^Mm 

[0022] ^fc, *&wtemr.K±mT^tf*?^>&m$mm&#®mfttir^ mm 
7-x&z> 0 ^nbm&<D^<xfei&TT^*?^shLm&^btiz> 0 $£<>x, ±mt 
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[0023] 7fc&m<Dmmm&to&tt&bTz&i&t£, mm^tc^mmm-r^mm, m 

[0024] T^V^^^^mfl^Jf*-hlB-etfeKbfcM«9-efc^o r|g#fi<j^fF^tb# 

sfifrj^ mam. n&m. mmm. mmm. mmmh^^ 

n gt£0> io^» i ~ ioo#£> @ &k*rz>ZLb&-c%Z>o 

[0025] #3§Wki:, ||H^T^* 0 ^^^?ifl^J^^^y-^^^fca6(DlHJ3a^# 

^.tfrvSmtftZo ^<Dm^&KLF9fj;b*<D£5tj;?>s<?mx&<>X-b£\^\ 
[0026] KLF9^^L#§rcW^h(^T^ l"KLF9|£l^ 
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[0027] KLF9f£l^W>M^ Hffiitt. TT^^^^m.^<DAM- 188d>£>- 15 

[0028] u?$—?-mm^n, *<D&m&m&iM*fcte^3btit£mzw&fc<. 

[0029] rKLF9^^W^h^_h»fC^'(i^W^-^— it^J^LT, @^<D 
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[0030] ^KC0«ajS^(D|m(D^^, _LfEjg— (Z)H#^$t>^KLF9^=3— KLfcDNA&r 

mm^KLFm^(Dmmmm^^xTr^^^>min^(Dmm^mm^ 
xT^4tf*?^<Dmmmrir%^bbmm^xKLF9mfci L <Dmm>, & 

[0031] rKLF9£3— KLfcDNAj J3\ ±fET^V^^^3i§mM^rlJtf>tftlK fc*3V >TfE 
S^S^ KLF9^— KUhDNA(D-»LTga^lJ#^-: lfEic®Mga^ib&3 

mmx\ m$m^: l^mm^tD^mmt^hv^^h^i^x^zfv 

^VXi-^DNA^^tv^o KLF9^r=3— KLfcDNAte£M^;&L-CV^<D 

tfcott, ^^^^aSAbfc*fflJ!^-efeo-C^J;V\ rti^>KLF9^=i— KLfcDNA^, 
ilfcKLF9»fc^^0IJ#igi^«^-Cl ^ ^^W*bV \ 
[0032] _hfB|g— *5J:^n(D||#^^o{t»M», 09*.ti, n£?L 

KLF9^m^0ijbTv ^^fcfrttmwir%!ifon<D]mm$:ft5M& 
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[0034] «wra:jf§eg^ r^v^^>-^m^$t^u#3^fc®^y— —^y^m 

(2) ^— it^o^m^w-rsx© 

(3) «E*ft<»@Srf^ffl SUn/fc^© vatf — 3fcfc^©3&m# * M*l^ff #{Xffl © 

[0035] SgX<z>1Hllo;^y— ^^*«feH:_hlE^X©tlB«©3WltaSrffiv ^&#Sre&!5 , 

|>:©(i)^f)(3)©I@^^ o 

( 1 ) XI B JgX<DS*il<z>M fc*tfc4&®5rftMB X®, 

(2) van— ^— at^©ismsr«imi-5x© 

[0036] V >i*^^>«8^b B W^feST^-f #^^>'«e^©*m*fl^b#5«>ff Srfl! 

lteiBj}a^^v>TKLF9(D^^$ij^ia*i-§^®^^y-^^i-^r^^r^§ 0 
[0037] Xtafl— *5J:^X(D||#^^oit»^««, ^^JC, $tgfc, {S^HHfr^ 
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b&X%Z> 0 

[0038] «^<DM^«<7Mtffl -^IlirLT. »£i#i|LTV ^Jtfl&^tfeifcW^ 
[0039] W/K— }tfc^<^?^$ltm3:, *E^V"</K S3|Rl/-</V(Z)^Ii,^V vf 

t±ibTt>j;v\ ^i^/w^^tm, ifv^d^^>^\ rt-pcr^ yr/v 
fSSR^^/K^iMtftf^ ^3^^^/n^>r^ife. elisa, ria& 

&tklii1rZ>^b\z.£.<9, e-tf9?bis?—1i%:b*<Dmm<£>Wf-&lz.fe. mmb<D£Cffcfc 

[0040] m—s m^mmco^^-rnh, ^mma^, M^«#^T<^##ftTi-*5^ 
mwmffibtto 
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[oo4i] j&*3, ±mx?y-^>yjfm(Dm\mwj:x?y-^>^mb^x, m^m^-.s 
t>fes 0 tasf^ffi?stt«, ^j^«^Si^!)^^$nfc^s«:i^T^-fe-r^, emsa^^ 

3 — {yzf^As— 1 -^^/P-^rf-^V (IBMX) ^U^^rlM^VV (DEX) „ NAC 
27, 35&tf36) t^^^cftM^^iALfco DNAIE^J^:^^, PRISMA*** 
— (Applied Biosystemsti) "C^JfeL-/^l 0 

[0043] 2. m^j&T$m&*y^zf;vTy^ 
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KLF9^S^^teI^-#ft^£tLTl^(Morita, M. et al., Mol. Cell. Biol. 23, 
2489-2500 (2003).) » 15M*P<Dob/ob-^<7;*,& U^(DW^M(DC57m^/Q^^ 
Charles River Breeding Laboratories (Wilmington, MA) /^^bA^LTto ^*7^J3^ 

skmr^^^^u^M-i, v^7r^^^>"7^V7y^ (RIA) 
^yb (LINCO Research Inc.) ^£o-C#!:^Lfc 0 
[0044] 3. cDNAtm':/^— 

^^^bb/c3T3-LlIgtelBJ3S^^S^LfccDNA^pGAD-GH GAL4-<^— 1*1 
^^A^S^-J^fi^iWcitRibon, V. et al., Mol. Cell. Biol. 18, 872-879 
(1998).) 0 947^ — Ktirf^X&l. 5~3kbO^$(^cDNA^i^— h^-T^) 

, lCOOO.ooofS^o^Wfe^^^-a-^TV ^c 0 

[0045] 4. @TO-:J3tf§one-hybrid^n— 

^^^it§one-hybrid^in-^^^(D^^^^tJ?|^3gi-§|iaW^«, 
-r-e^fR^$tLTV^^jli-e||JfeL-fc(Almoguera, C. et al., J. Biol. Chem. 277, 
43866-43872 (2002).) o one-hybrid^— ^^Wc&CTM4271 (Clontechtt) (D 

mmmm^mm\^fc 0 Mfoma^ 7°^5KpHisi(ciontechtt)»xbaifMi(^w 

^■>7°u^— #^m$l$k<D32MM{-lSS$L- 157{£, 03K @B^iJ#^-:5)^^ 

A^^^^h^#Abfc 0 

5'-GAAGCCCAAGCTGGGTTGTACCAGGTTCCCTA-3'(h^^) 

_hfESJ^m^^YM4271 (Clontechtt) fc^U ±fET^— y^»f>t^ 

H*#:^^o/c^i^— h^tpHIS3y^°— it^=3^h7^h((G4HSE)x3 
: :HIS3)^t?^ti— 

one-hybrid^y— =^/tf(DtzJb, l,660,000<Dy°y4^V-~^-~^COm^m^^, K 
cDNA7-f77y- ^)^|BMbfcDNA-e(32bp)x3: :HIS3y*e— mMW&l&K 
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^MlsfCo 500j3<DmmMMfc&fc&15mM3-T$Sb})Tyf~-Sl'(Sr>-^ His-, 

?xi—l/&mx*^ S^WLfCo 2oOcDNA/5\ IHCKLF9^=i— KLTV>fc 0 
[0046] 5. ;^7x7-^7yt^ 

fc*0JJ^^fflV^T|liibfc(Yamauchi, T. et al., Nature 423, 762-769 (2003)., 
Shindo, T. et al., Nat. Med. 8, 856-863 (2002).) 0 ^tl^tl^l£&.<D$&^? : 7^V 
btbK.fri/y^— ^y#— 9— ^"9^K(0. 25 J ug)S.tJ ? pSV-j3gal(0. 1~0. 4 

^^h(Promega) iCj^S^Ut, S'J^lt^ j3 -^^h^-if^ttSrS^^ll 

[0047] 6. y/V^tbSv^^bT^-fe^f (Electrophoresis mobility shift assay: EMSA) 

ffVl&mW/yYTy^^ ^fi)^fB<cb^^^o<9^^igL^:(Almoguera, C. et 
al., J. Biol. Chem. 277, 43866-43872 (2002).) 0 

tt,-CV^^^(C^V^Mbfc(Almoguera, C. et al., J. Biol. Chem. 277, 
43866-43872 (2002).) 0 Wlg^7FTi/^|lffl^fcI*|ty^l/tf F 

ra\ mm&T-— v>^ir^tKx^xmm^tio wmt^— ^o, ooo~io, o 

OOcpm)4oJ;U?^^tttrJ^^J^IS(20Ml:10mMMJ^HCl(pH7. 6), 50mMKCl 
, 0. 05mMEDTA, 2. 5mMMgCl , 8. 5%^yiry^, lraM^f 0. 

2 

5 n g/ml<D^y (dl-dC) , 0. l%hyh^X&mmg/ml<DJM?L) ^U^U zk-h 
X30^-m4^^— v-H^Lfco DNA-^^ltiii^ft:£, 4. 6%tf])T?Vsl> 
T5K_L, 140V, 4 c C-C10#r^^lifLfCo ^/V^^IL, BAStationy^hr>^T#^(D 
BAS 2000:7^/1^— (tr±^K^/v^) ^^3fe$*rc 0 

h^^-C^^ ^iJJt-, KLF9, KLF3X«NF- k Bp65^>Pfi-^^y^n— ^/Vfafc 
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(2—10 ix g) bbhK7k±X4>-*=^<— v'ayLT, ^W^hSJ^^Tofc 0 
[0048] 7. ^hd^/W^^&UWk 

10 7 j@(DPlat-E^-?5/^— vV^tM (Morita, S. et al., Gene Ther. 7, 1063-1066 
(2000).) IZ.10 ix g<D^^KLF9^Lipofectamine PLUS (Life Technology) ^fflV^T — 
BfftliciAL, 24B#^^^^^-iX3^(D#^±^(10ml)^^Lfc o 10^ 

g/m\(D^)z?ui/(mk^^*yy>, si g ma*±) &mnvx2om$>m^tc±m$:m 

V\ *i^#fi«J£0. 3^T3T3LlJJgM«£«$i3:/i 0 
[0049] 8. 7°5^K 

T-xV^^^V^n^e— ^(D 1 367bp ( - 1 367^*b + 35 ; IS?lJ#-^- : 4) „ 527bp ( 
-527^)^ + 35), 217bp (-217^ + 35) ^U ? 127bp(- 127^)^ + 35) ©77^ 
^^h§rWi-?)/V^^— ifit^^«^#:(^ix j etv. r p Adiponectinl367-LucJ , r 
pAdiponectin527-LucJ rpAdiponectin217-LucJ ^.t^ rpAdiponectinl27-LucJ ) ^ 
pGL2^<— >^^X»pGL27°n^— (Promega|±) ft^^n— 

[0050] 9. mimwmmxcDmm 

pCDNA3. l<DEcoRl/Not^i\LlC%g£-t-Z>Z.t\C£^>X, KLF3Xf^KLF9^|i,^< 
&mf$lsfc 0 293TX^3T3Ll^JK^aJ!^^^DNAh9^^^^^3^^ T 
Lipofectamine PLUSJ (Gibco BRD^m^^fcH^^iyB^m^X^XMMVfCo 
[0051] 10. 3T3Ll7jtt^J;3W2E 

3T3L 1 jRBJ&Sr 1 0% S^J&JE JfiLfltefcfc i-DMEM cp "tftb, i~e^#^$ *vC 
V>5^£t-t£o-C(Yamauchi, T. et al., Nat. Genet. 30, 221-226 (2002).) , flgM^ 

, mMir^xmm^tc 0 20^, mm^mm^mmmmio. smMiBMx, 1 ^ 

MDEX, 5ixg/ml(D^>^J^, 10%FBS, 50^i/ml(D^<^>!;^U?50 ix g/ml 

^/Vn— ^^^^^^Ufc(Yamauchi, T. et al., Nat. Med. 8, 1288-1295 (2002).) 0 
$3I&lt$?#3£fifflU -^rCOTG-a-to, lE^CD^tiKYamauchi, T. et al., Nat. Med. 
7, 941-946 (2001).)-e$:^L^: o 
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[0052] 11. RNA^gfc 

£D^Lfc 0 60~70%@S*-e^^b/c3T3LlJ3gJtelHJiS^Lipofectamine PLUS( 
Life Technology) $rffiV^-CsiRNA^r3SAL/c(Yamauchi, T. et al., Nature 423, 
762-769 (2003).) 0 rtlfeKLF9^t^KLF3^^j-r§siRNAia^J{i, ^tl^tl^V) 

[0053] 12. yr/^^pcR^i^fe^f^oy-ifV^n^h^W^r^feAW^W 

mi&XmmifrbcDh—^KNA<DMm^ TRIzol(Gibco/BRL)£fflV\ 

RNA£^ft-3o^U /VLT(^ilO ^ g) % *;^yyittr^n- 

^ft^^cft^^^tfCo faWi^k, ^-^n^J^(Hybond N;Amersham Pharmacia Biotech 
) ^ftfe^bfco 7^/1^— M\ •^'7^KLF9^.^'7^KLF3cDNA^[ 32 P]dCTP-e 
^^kbfccDNA^n-y^tL^^^^y^VX$^ 0 #^^fc/^^K^ 
BAStationy^h'>3iT#^(DBAS2000^^/^— (t±^K7^) 
%\t~L-tz. 0 mRNA^^tli^ yT/V^^PCR&^J;«9^Jfeb/c (Yamauchi, T. et 
al., Nature 423, 762-769 (2003).) 0 ir^h&tJ^n— y^h^mTT 

Primer Express 1.5aj£rfflV^-C|3:tfL, ABI (ABI Prism ; Perkin-Elmer Applied 
Biosytems, Foster City, California) fahMAlsfc 0 ^M^^ml^M'CcUNA^tDT^ 
^>1fe^^m^fJWbLfc(Yamauchi, T. et al., Nature 423, 762-769 (2003).) 0 

[0054] 13. mte&<®<vmmRxf$z^^yhtt$f 

IS^I«^"^^^o-C(Almoguera, C. et al., J. Biol. Chem. 277, 43866-43872 
(2002).), m^tH^MM'LtCo ^C^yjf (30ju g)©t^/K4, KLF9(Zhang, 
D. et al., Endocrinology 143, 62-73 (2002).)Xf±KLF3 (Crossley, M. et al., Mol. 
Cell Biol. 16, 1695-1705 (1996).) ^Mi-^^^'&^^V>G(IgG) , 

Amersham Pharmacia Biotech) K^^M-fn^M^-XJOM^ ^flt'o 
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[0055] i4. ^k^m^mtwrv^A 

/c^-fe#:^^7°/V^|3E^0(D^^^fcP$^(Shindo, T. et al., Nat. Med. 8, 856-863 
(2002).) K^<Dm^&Mttjfm^M$rLs± 0 tfcmm&m&irZ>fctsbK7°viT4 

>A (Upstate) ^fflV^c 0 

[0056] is. m&im&tomfe 

tl^^it^^nMit^M^ (Cayman Chemical Antioxidant Assay) £rjfni$ (plasma) 
metmyoglobin) (31J;<5ABTS R (2,2'-Azino-di-[3-ethylbenzthiazoline sulphonate])/^^ 

ABTs R ' + ^<Dmit&mmir&m^mmir%-tiz.m^^x\^ 0 nm-<Dmn, ^<d 

mu^^mimm-i, Tkmm^^-^Mmfcx&zTroiox&ffimimvtt 
*j-jtu vj^/vmm<DTro\ox,xmmikirZ)^b£<9femkirz> 0 
[0057] mMni}T^^*^i/mKNAu-<M^ m^tz.3T3i.imwmmxmr^x 

iy^>n^(Dwm<Dmmtf^m^m^ir^t^m^nx^^ 0 ^mm<DU 
-r^txh^o ^(Drnmi^m-r^ti^K^ m vitroX(Dm±mmmm^^m 
mvkm\ ^tK, mwmmwk<DMmi9 0 & (H19 0 ) <D3T3i.i<Dmwmm^ 
^^y^fettt^L(mib) , uz?x^<D£yfj:TT^%4>$:wm-rz>~ m 

BIO 0 ) <Z)3T3Ll|gMJ^^i:bfebT, TT^*?^rnKNAmm&i&T1-% ( 
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<Di&Tx&%z.b&^$t~r% 0 
[0058] mmm2^m±mmm^i&r^tcTT^^^(Dmm,<Dmmia-i, tnf « u 

mmmm^m^mm^mm^cxKBP^m^m&tvtiischamer, a. et 

al., Biochim. Biophys. Acta. 1399, 187-197 (1998)., Saito, K. et al., Biol. Pharm. 
Bull. 22, 1158-1162 (1999).) 0 U5>U mffi0r<mm&tlZm*miftMJfofc*otfZ>T 

0 ) xn^mmmmm (ii9H) titm^x, /J€©»»is (jgio 0 > <Dj?&m< 
(m2a) , ^ftfeT^tf^T-i/vmm^^^bmmistco 

T&^5liiCHE^^&5£^^^f2^3l&^&5(Barth, N. et al., Diabetologia 45, 
1425-1433 (2002).) „ 

'bmmffiMifa mio 0 ) ^tnf a bbh^^^-^B^-r^bn, mmiz, 

T^V^^^jt^^^n^e— ^fiH4SriST$*fe(ia2b)„ Li&>U TNF « £ 
JftfriCit) tpfUbfe»^©S6mtt, lE^aMIS (119 0) ^{STUtT^Vtf^ 
^>-»^^07°n^-^tt^^J-bTM^#^^x.^d^ofc (02c) 0 

[0059] mm^mm±mmmm-i, m^32b P y^^^u^h^mcxTT^^^- 
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(Dm^-1367^h-217$M^Xmi-i. H19 0 @ (D3T3L1««^*5^ 
03a) o ^flgftj^ ffll9 0 g <D3T3LlJWM^:3o^-C $^>^90^^^K^ 

/V5 ' IJ— ^3^?W£Hi-^SifeU^ 0 EMSA^ffl V 21 7/ - 127^n^e— 
*m&V>1ffifiZS3^X, mi9B<D3T3Lim&3MR&£*)i>Ml0 8 @<D3T3Ll«j 
»^-o<D^7fem^^^^W^h(-#<^«-^^$tV7h(El3b) 0 

U^V^Xn^^t^ ffllO0 gCD3T3LlJ|gJte«rt-eCD^^^^@C0*^ 

fco mUft^l^ 32bp(D^W^h(-l88/ / -157) tOKf^Ufc^»a^ra\ & 

5ob/obN'^j3j;tJ?^19 0 B©3T3LlllgJte3!WI&-er4^36*ofc(03c) o 

n^— *3RK3&3*3&3^ ^^^W^ffofc(|g3d) 0 r<D-188/-157^W^h<Z) 
#£=f3\ H1O0 g(D3T3LlJJtJte|fflJ^-e{i, *fflg-efc5pGL-2-tk-Luc^<^^— (D^- 

fcJt«UTSJ£te^H4Sr5^_h#§*fci5S, ^19 0 n <Dmmxnmm<D ±mt 
W&£tv&i>*o1t (12 3d) 0 

[0060] 32bp^W^h^^^^^®(D^#one-hybrid^n— 

>-^H^^«H-Sfcfe^, ^one-hybridan— ^y^7^n-f ^ffiv^fc( 
Almoguera, C. et al., J. Biol. Chem. 277, 43866-43872 (2002).) 0 32bp£vWh£L 

mm^m Al^X (32b P ) x3 : : HiS3y^— BW$c£ffr$Lfco 
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^(KLF):7T5y— (Shindo, T. et al., Nat. Med. 8, 856-863 (2002)., Morita, M. et 
al., Mol. Cell. Biol. 23, 2489-2500 (2003).) 3;&tF9^i~ ; 5^'^H^£r= 3 ^-KLT 

i^Co m<v— mn, 4B<7)m^tz.cF>NA^mm-x^h(Dx\ ^mi^xfoZNF 

- k Bp65 (Suzawa, M. et al., Nat. Cell Biol. 5, 224-230 (2003).) £=i— KLTV^o 
[0061] [Hife#!|5]EMSA^i(9, 32bp<Df£-^-^f;fcte\ KLF9&1^t?Z.bt)Un vitro&Unn 
vivoXmhfrlC^thfc 
32bp^^i-§^P fc 3H^-^M^#^i-5/ci6^, KLF3, KLF9X«NF- k Bp 

$ZX\ 3T3LlJ§gMBJ^(JglO 0 ) \HXM&mi)K ¥LLF9?^?W&^t?Z.btim 
^tlfc(H4a^, \y— >1RXI2) 0 MM&Ji^ KLF3(g|4b) f2t£J;9NF- k Bp6 
5(E|4a^ ^lRTf3)-b, in vitroXfe^mmffiM&ftXfe&lti£nfj:fr<>tl 0 
MMFMSAX^ 293T^^«ttm^^^°n— ^-e$3S^g^KLF93^ir^^ 
m&bbh\Z.m^^Z-tlC£i9^ KLF9^L#:(D#Mtt«^ttfc( 1214c) 0 KLF3#l 
#:(g|4b^)X»NF- KBp655rtfo(m4atE)(Dmmte. =i?*4b?>s<?mx&& 

m^m^mmi-^293T^, *tveti, McMmMm^-ybvxKLF3^>±>' 

f-^fiX^NF- k B=i>±>^-^mt.(p65^mbbh\^^^fc^—^— *S7h 
Tv J t'(\Z.£. ] Qmm£tltz. 0 rnm?£~b\Z., Y^F9$im^32bv1fe&?l/^?>m<7) J ML$: 
m^^iMAd) , in VivoX^32b V 1fe&^s<?>mm&Vf) K¥^F9^-£flZ>~b 

(DK^F^mmmxh^BTFizx^x^^z.m.^m^ti^b^^m^tifc.0 
-^/mf). *ffla«j^^ nf- k B&mmzm, ^mx^^tci 

mm^ 32bpm&&^&\H$E&TT^*?^7 p tt—?Mm^&ir%- 
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f)o 

[oo62] mmmQ^¥^¥9(Dmmtmwmm(D^i\:\^\^m^. — mmmm^mjc 
m-, mmmm<D^t(Dmu, RmmmmmvMkp>mmz-&tfz>KLF3R 

«x mmm<Dftiktm±t(DMjj<Dmmxi&Tisfcm5 a , ±) 0 tsbi^ klf9<d 

mRNAV^/k(|2|5a) RW^<^W^^<^(M5b) OTviLfcob/ob^^J;^ 

[0063] [^ifef?!l7]KLF9(D^Ja», ^Wtf— ^T^V^^^/n^— *7£t£, 32 
3T3L1IIMB|&(||19 0) (|l|6a~c)Xf^^^^3^/^^^fflV^-C3T3LlJ!gM 

1^(^19 e ) rt-e(Ei6d~f) , KLF9&—mmz.m%mm>^. 

^?i.i^ffUfc(El6) 0 3T3Ll^JK»(mi9 0)WKLF9(DaiiPmm«> T 
■xV/K^^-^n^— ^'14 (-136 7/ + 35) (g|6aK 32bp (— 188/— 157) 

W^h^KLF9^^V^J^tt^i-§r^(H6c, e)^mJt. 0 

g|6d) tt, X^V^^^^^£^fc(II|6f) 0 £;h£>©9*— 3T3L15I 
Jte*Wfa(^19 H)lJl*5JtSKLF9©jai!ll&^^ 32bpJjg^^-?^R<DS, 32bp^ 
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[0064] [H|g0ll8]siRNA^J;^KLF9^m<^WJ0If*. 32bp|^^^/^^®(D»^t/T^V 

m^., r^4^^^mm^Mir^Ki.F9<Dmm^jmm^m^fcib^ kl 

F9^^i&r^±m(D^^m^tc 0 KLF9^«J<D^££L-r, siRNA( 
Miyagishi, M. & Taira, K. Nat. Biotechnol. 20, 497-500 (2002).) £r^Vv/c 0 siRNA 
^J;^KLF9^m<7)W]0IJ (07a) KLF3^Ja^«^:i:^#^^^ofc:(|l|7a) 0 
— ^ 32bp|£l^>v^ff«Z)3§fg l W-</H3:, KLF9^m»T|lJ^J:'9, II^{£TU 
7b) , ^;ft^B#^ 3T3Ll««(ff§10 0 ) KtetfZ>Tir^*?^mm£± 
ifrg^teT^fc (@7a) 0 itbfe^T"— ^f*. KLF9^32bp^^N>i^— 

[0065] C^Jg^g^ite^^-^^^^^SKLFg^Ji^W^, 32bp^^^N^« 

#Cl^ in vivoT^T^V^^^-^?i^KLF9^(D#tg^MiStt^M-<^fc^^ 
, KLF9y5/^T^W^(D^Ji,M^^(fb^:(|l|8a) (Morita, M. et al., Mol. Cell. 
Biol. 23, 2489-2500 (2003).) o »9fc$IV^;^ 32bp|£^^/^fC^ KLF9y^ 

, KLF9y^^T^W^<Df«^M<D^M^HI#J;%^^^ofct^^^^ 
£>1\ KLFg/y^T^h^^^MT^V^^^V-^/V^^^^MI^lIIfr 

j;<9«^ofc (inc) 0 KLF3^y?TVh^vxt^(Dmm<Dm3immM 

^©f-^ii, KLF9^in vivo-eT^V^^^^l/^/K^MfiS^M^^S^Wc 

[0066] mmimo^mmmm<Dm±itmmmmc^n^F^Fmmmmir^mm 
nkK. mwmm<Dm±itmmmm^n^KLF9mm^mmir^m^h^ 

^^WLfco KLF93§?flte. ^/Vdr-m#^M-^i-?)ri:^^i^-CV^¥^ 
^/jN/V^e>-^J;«9f|ag$ti^)i:#^$tL"CV^ (Morita, M. et al., Mol. Cell. Biol. 23, 
2489-2500 (2003).) 0 %:<Df£#>^ fcf ^^kB^/P^^U-k^— a CD^TgL&m vitro 
It/in vivo-eM^fc 0 ^9£$tV^^ N ^tl*;^ywt^- a cD^ISl^/V 
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^^w- ^ 3 >^ KLF9^gl^f ^£-fr/c(l2|9c) 0 

KLF97°n^e— ^^AP-l^S^tf^lB^^flTV^CChen, A. et al., Mol. 
Cell. Biol. 20, 2818-2826 (2000).) &fc*hl'X&miftBM\Z*fc£5KLF 

if QNK) /^h^^mt^^U^-i—^ (SAPK) 0>>fVfcfcr*— fit, SSfcJrtlfc 
{kttN-T-fef;k^T-fy(NAC) W&fcU KLF9 (H9d) ^[KlB#{CT^V^^ 
>- (9e) <^?S^if ^£-&7c 0 ^to^mit^^f* ?tl*/^>t^- a © 
il^te&^ofc^— ^£*l/f) 0 KLF93&SI3:*t*£i2N5_hiJfe 

TR) a^^/W^jtSJ^-efe^, TRa©|g^i4ii#^^\ &>fb* 

DNA£5Wi?U ^VADNA^fi?^ tt 1 ^#^i-§8-OHdG (dGcD^M) A£# 
mfetf^^i^ELISA^io-CSlJSL/Co 8-OHdG(Z)ft^^b^#V ^if ^Pl^O yfc (El 

io) o m^t^m8-oHdG<DmM(Dm.m^m^rir^fz.m^ mmmmm±^K^ 
^mm^m^m^tz-o wm^mt. 3T3-lim(iiiop n^mmis 

)o 

[oo68] klf9(d^^w#s«. mmmmmmm^T^vi—j^m^itm^x^mmm 
mm^m\^n^TT4^^>XAcrp30(Dr\tnmm(D^mmm(Dmmt, 
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m^mm 

en tie (i) *fcf* (2) im.v>*>''<*m&is&rz>. r^m^^mmmmMo 

(2)E^J#-^:2|B*<DT5:/^ga^J^V>T, —£k±<DT$;m<DX9<. Rife, 
[2] TIE (1) Wtrt (2) iBife©DNA*fettttDNASrfi^rb^^— fc^TTS, TtV 

(b) mm^^mM^&mmt^bv^^b^^^^v^^ir^DNAo 

[4] TIE (1) itftti (2) ^fb&S^^U— ^W^h&^fc<£fcflt*.;fcV'atf— m. 

(1) E?!I##: 5|B*©4eSE^fe)&SDNA 

(2) E^J#^:5|E*OigSE^J^*5V^, 1&&&L±<DX^ tt^tK M#*fc«f^ 

[5] $£>^KLF9£=t— KUtDNA£{£#Lfc, ft 3fcJg4fEigc(D#PIJ§& 0 

[6] IJBIffl^tfcS, »*®4*fcf*5fB*<D#fflJ}& 0 

[7] r^iMJ3^-eS>5, f»^JS4*fc«5fE«(D^J^ 0 

[8] TIE (l) tf>£> (3) (Dlg^tf, T^V^^^mfi^lfo^y— 

( 1 ) mm.A^msr>nu \mxkmm.*w?m z^tz x@ 

(2) W/K— Jtte^^lSmSrtfeW-r 

[9] TIE (1)^£> (3) ©Hj&fc^tf, TfV^^^fy^Wl^L^^f©^ 

( i ) ft 5fe*<d» \z.mkmn^i¥m x@ 



WO 2005/094866 



33 



PCT/JP2005/006357 



(2) utf— ?—mB*<D&m&ikM'rzJM 
(2) i/^-^-»^^-co^m^m-r^x@ 
(2) u^-^—mm^mm^mir^rM 
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